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Andre Lieber 
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Seatfle, WA 
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Kits, Systems, Compositions, and Methods for Dendritic CeU Transduction, 
Maturation, and Stimulation of Antigen Specific Immune Responses. 
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6. The docket number used to identify this application is (37 CJPJL § 1.51(a)(2)(i)(F)): 

Docket No.: AVIOR-07217 
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Medlen & CARROIX, XXP 
101 Howard Street, Suite 350 
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The filing fee for this provisional application, as set in 37 C.F.R. § 1.16(k), is $160.00, for 
other &an a small entity, and $80.00, for a small entity. 

JL Applicant is a small entity. 
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Kits, Systems, Compositions, and Methods for Dendritic Cell 
Transduction, Maturation, and Stimulation of Antigen Specific Immune 
Responses. 



Transduction of Human CD34+ Peripheral Blood Derived Dendritic Cells ivith a 
Model Tumour Antigen is More Efficient witli Chimeric AdS/ll and Ad5y35 
Adenoviruses than AdS 

In order to \ise dendritic cells as immuiioflieK5)y vectors, an efiBcient mefliod of antigen 
delivery is essential. Subgroup C (sero^e 5) based adenovirus vectors have successfiilly 
been used to transduce human dendritic cells (DC) in culture, however the need for high 
MOI's and the resulting toxicity has hindered their use. Following our previous 
observation that Ad 5 based vectors possessing grotqp B jSbers (Adll and Ad35) give 
iBCTeased transduction over Ad5 vectors in hiunan hematopoetic cells wifliout abhorrent 
toxicity, we investigated the transduction efSciendes of these vectors in human 
h^natopoetic derived DCs. Infection of immature CDllc positive DCs derived fiom 
peripheral CD34+ cells, with AdS, Ad5/ll and Ad5/35 vectors expressing GFP resulted 
in <1%, 59% and 37% transduction at an MOI of 5. Maximal transduction efiBciency with 
Ad5/ll and Ad5/35 vectors (85-95%) was acMeved at a MOI 100 whilst only 58% 
transduction was achieved with the higjiest AdS dose tested ^01 1000). :&cpiession of 
the DC maturation markers CD86, CD83 and HLA-DR was seen to mcrease xqjon 
AdS/ll and Ad5/35, but not AdS infection, 24 hours after infection. Furthermore 
mtroduction of the maturation fector (LPS) to infected DCs resulted in an increased 
percentage of cells ejcpressing GFP following AdS/ll and AdS/3S, but not AdS, 
infection. AdS and AdS/3S vectors were then generated raqpressing a model tumour 
antigen (Hepatitis B nucleocapsid, HBeA^ &am a RETROGEN ca^ette fliat contains an 
N-termmal leader sequence and a C-terminal human Fc binding domam. AdS/35' infected 
CDllc positive DCs showed enhanced expr^ion of HBeAgFC compared to the AdS 
infected cells. AdS and AdS/3S HBeAgFc mfected DCs were then incubated with antigen 
loaded autologous peripheral T cells. Enhanced T cell proliferation and secretion of lie 
Thl cytokine IFN-y was seen in T cells incubated with AdS/3SHBeAgFc infected DCs 
CQnq>ared to AdSHBeAgFc infected cells. Taken together these results indicate that group 
B pseudotyped adenovhuses enable more efficient DC transduction, maturation and 
stimulation of antigen specific immune responses at lower, not toxic MOIs. 
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